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DETAILED ACTION 

First Action on the Merits 

I. Action Summary 

Claim 1 is currently pending. 

II. Priority 

This application is a 371 of PCT/JP03/10828, filed August 27, 2003 and claims benefit 
under 35 U.S.C. 119 (a-d) to JAPAN 2002-249821, filed August 29, 2002. 

III. Information Disclosure Statement 

The information disclosure statement (IDS) submitted on February 25, 2005 and August 
10, 2005 are in compliance with the provisions of 37 CFR 1 .97. Accordingly, the 
information disclosure statements have been considered by the examiner. 

IV. Rejection(s) 

Claim Rejections - 35 USC § 103 

The foUov^ing is a quotation of 35 U.S.C. § 103(a) that forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed 
or described as set forth in section 102 of this title, if the differences between the 
subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made to 
a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was 
made. 

Graham v. John Deere Co. set forth the factual inquiries necessary to determine 
obviousness under 35 U.S.C. §103(a). See Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966). Specifically, the analysis must employ the following factual inquiries: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 



Application/Control Number: 10/525,748 



Page 3 



Art Unit: 1626 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

Claim 1 is rejected under 35 U.S.C. § 103(a) as being obvious over EP 1 333 025 Al, 
TAISHO Pharmaceuticals (Int'l Application No. PCT/JPOl/09818; Int'l Publication No. 
WO 02/038541) in view of Berge et al., Journal of Pharmaceutical Sciences, Vol. 66, pp. 
1-19 (1977). The instant invention is drawn to a benzene sulfonate salt of (2S, 4S)-2- 
cyano-4-flu6ro- 1 -[(2-hydroxy- 1 , 1 -dimethyl)ethylamino] acety Ipyrrolidine. The 
pharmaceutical compound is allegedly a dipeptidyl peptidase IV (DPPIV) inhibitor. 

The Scope and Content of the Prior Art (MPEP S214L 01) 
The prior art of record is dravra to cyanopyrrolidine derivatives of Formula (I). The 
pharmaceutical compound has the same medicinal properties as the instant invention. 
Namely, it is a DPPIV inhibitor. ri 



The prior art of record is comparable to the instant invention as variables Rl may 
represent fluoro, R2-R4 may represent hydrogen, X may represent oxygen, Y may 
represent -CR5R6 wherein R5R6 hay each represent hydrogen, and Z may represent (2- 
hydroxy- 1 , 1 -dimethyl)ethyl. 

The Difference Between the Prior Art and the Claims (MPEP S2 14 1.02) 
The difference between the instant invention and the TAISH Pharm., Co. Ltd. publication 
is in scope. The instant invention is drawn specifically to the benezenesulfonate salt form, 
while the art of record is drawn to any pharmaceutical salt form. Also, the instant 
invention is a specie of the subgenus. 




CN 
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Resolvins Level of Ordinary Skill in the Pertinent Art 
The pertinent art is drug discovery and generally medicinal chemistry. One of ordinary 
skill in the pertinent art of medicinal chemistry would have the motivation to make and 
use to instant invention because there is motivation to make in the instant compound in 
the abovementioned reference, which teach a preferred embodiment that renders the 
instant invention obvious. Furthermore, the inventions have the same pharmaceutical 
properties as they are DPPIV inhibitors. The motivation to make claimed compound 
derives from the expectation that structurally similar compounds are generally expected 
to have similar properties and have similar utilities. In re Gvurik, 596 F. 2d 1012, 201 
USPQ 552 (CCPA 1979). 

Prima Facie Obviousness-The Rational and Motivation (MPEP $2142-2413) 

It is well established that consideration of a reference is not limited to the preferred 
embodiments or working examples, but extends to the entire disclosure for what it fairly 
teaches, when viewed in light of the admitted knowledge in the art, to a person of 
ordinary skill in the art. InreBoe. 148 USPQ 507 (CCPA 1966). For an invention to be 
obvious, two things must be found in the prior art: 1) the suggestion of the invention, and 
2) the expectation of success. In re Vaeck , 20 USPQ.2d 1438, 1441 (Fed. Cir. 1991). 

The prima facie case for obviousness is derived from the preferred teaching of the 
references. The reference teaches preferred compounds and preferred variable 
substituents in the "Best Mode for Carrying Out the Invention." See, TAISHA at pp. 4-5. 
The preferred subgroup of Formula (I) is Formula (2) below: 



The preferred substitution on formula (2) is where X is oxygen (Id. at p. 5, 1. 0017), Y is 
-CH2 (Id. at p. 5, 1. 0018), and Y is -CH2 and Z is (2-hydroxy-l,l-dimethyl)ethyl (Id. at 
p. 5, 1. 0020). 
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The expectation of success is derived from the prior art of reference and its preferred 
embodiment and preferred subgenus. Additionally, the specification of the TAISHO 
publication teaches how to make the compounds and disclose protocol used to test the 
compounds for it inhibitory effects. Thus, although the claims are not identical, the prior 
art of reference suggests the instant invention. 

Furthermore, Berge, et al. states that pharmaceutical agents can be manipulated and 
optimized by sah forms. Benzenesulfonate is cited therein as a commercially marketed 
salt. Thus, the TAISHO publication in view of the Berge, et al. publication renders the 
instant invention obvious. 

Provisional Obviousness-Type Double Patenting 
Claim 1 is provisionally rejected under the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over claims 1, 6, 7-10 of copending 
Application No. 10/416,370. This is a provisional obviousness-type double patenting 
rejection because the conflicting claims have not in fact been patented. 

A rejection based on nonstatutory double patenting is based on a judicially created 
doctrine grounded in public policy so as to prevent the unjustified or improper timewise 
extension of the "right to exclude" granted by a patent and to prevent possible harassment 
by multiple assignees. See /ai rg Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 
1993); In re Longi. 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Omum. 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); InreVo^tl All F.2d 438, 164 USPQ 619 
(CCPA 1970); and In re Thorington. 418 F.2d 528, 163 USPQ 644 (CCPA 1969). See 
also M.P.E.P. § 804(2001). 

Obvious-type nonstatutory double patenting rejection is "analogous to [a failure to meet] 
the nonobviousness requirement of 35 U.S.C. §103" with the distinction that the double 
patent rejection is not considered prior art. Id. See also In re Braithv^aite, 379 F.2d 594, 
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154 USPQ 29 (CCPA 1967). Thus, the analysis employed in an obviousness-type double 
patent rejection is consistent with a § 103(a) analysis set forth in Graham v. John Deere 
Co., 383 U.S. 1, 148 USPQ 459 (1966). Although the conflicting claims are not identical, 
they are not patentably distinct from each other. 

The instant invention is drawn to a benzenesulfonate salt of (28, 4S)-2-cyano-4-fluoro-l- 
[(2-hydroxy-l,l-dimethyl)ethylamino]acetylpyrrolidine. The pharmaceutical compound 
is allegedly a dipeptidyl peptidase IV (DPPIV) inhibitor. 



The prior art of record is drawn to cyanopyrrolidine derivatives of Formula (I). The 
pharmaceutical compoimd has the same medicinal properties as the instant invention. 
Namely, it is a DPPIV inhibitor. x f • 



represent fluoro, R2-R4 may represent hydrogen, X may represent oxygen, Y may 
represent -CR5R6 wherein R5R6 hay each represent hydrogen, and Z may represent (2- 
hydroxy- 1 , 1 -dimethyl)ethyl. 

The Difference Between the Prior Art and the Claims (MPEP S21 41.02) 
The difference between the instant invention and the co-pending application is in scope. 
The instant invention is drawn specifically to the benezenesulfonate salt form, while the 
art of record is drawn to any pharmaceutical salt form. Also, the instant invention is a 
specie of the subgenus. 



The Scope and Content of the Prior Art (MPEP S214L01) 




The prior art of record is comparable to the instant invention as variables Rl may 



Resolvins Level of Ordinary Skill in the Pertinent Art 



The pertinent art is drug discovery and generally medicinal chemistry. One of ordinary 
skill in the pertinent art of medicinal chemistry would have the motivation to make and 
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use to instant invention because there is motivation to make in the instant compound in 
the abovementioned reference, which teach a preferred embodiment that renders the 
instant invention obvious. Furthermore, the inventions have the same pharmaceutical 
properties as they are DPPIV inhibitors. The motivation to make claimed compound 
derives from the expectation that structurally similar compounds are generally expected 
to have similar properties and have similar utilities. In re Gvurik , 596 F. 2d 1012, 201 
USPQ 552 (CCPA 1979). 

Prima Facie Obviousness-The Rational and Motivation (MPEP 52142-2413) 

It is well established that consideration of a reference is not limited to the preferred 
embodiments or working examples, but extends to the entire disclosure for what it fairly 
teaches, when viewed in light of the admitted knowledge in the art, to a person of 
ordinary skill in the art. In re Boe, 148 USPQ 507 (CCPA 1966). For an invention to be 
obvious, two things must be found in the prior art: 1) the suggestion of the invention, and 
2) the expectation of success. In re Vaeck. 20 USPQ.2d 1438, 1441 (Fed. Cir. 1991). 

Furthermore, Berge, et al. states that pharmaceutical agents can be manipulated and 
optimized by salt forms. Benzenesulfonate is cited therein as a commercially marketed 
salt. Thus, the co-pending application in view of the Berge, et al. publication renders the 
instant invention obvious. 

Thus, one skilled in the pertinent art would have motivated one skilled in the art to make 
and use in the instant compounds and compositions with the expectation that they would 
both have the same pharmacokinetic effect. 

Furthermore, there is no apparent reason why applicant was prevented from presenting 
claims corresponding to those of the instant application during prosecution of the 
application. 
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A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a non-statutory double patenting 
ground provided the conflicting application or patent is shown to be commonly owned 
with this application. See 37 CFR 1.130(b). Effective January 1, 1994, a registered 
attorney or agent of record may sign a terminal disclaimer. A terminal disclaimer signed 
by the assignee must fully comply with 37 CFR 3.73(b). 

V. Conclusion 

Any inquiry concerning this communication or earlier communications fi-om the 
examiner should be directed to Nyeemah Grazier whose telephone number is (571) 272- 
878 1 . The examiner can normally be reached on Monday through Thursday and every 
other Friday from 8:30 a.m. - 6:00 p.m. If attempts to reach the examiner by telephone 
are unsuccessful, the examiner's supervisor, Joseph K. M-Kane, can be reached on (571) 
272 - 0699. The fax phone number for the organization where this application or 
proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 
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